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Listing of Oaims : 

This listing of claims replaces all prior versions, and listingSp of claims in the 
captioned application. 

1. (Original) A compound having die fonnula 



the N-oxide forms, the pharmaceutically acceptable addition salts and the 
stereochemically isomeric forms thereof, wherein 

a^-aW-a"^ represents a divalent radical selected from N-CH=CH-CH, N-CH=N-CH 

orCH-CH=N-CH; 

Z represents O, NH or S; 

Y represents -C3.9alkyl-, -C^-paJkenyK, -Cusalkyl-oxy-Ci.salkyl-, 

-Ci.5alkyl-Ml^^-Ci^alky^,'Ci.5aJkyl-NR^*-CO-Ci^altyl-^ 

-Cj.5alkyKCO-NR'^-ti.5alkyl-, ^CeaikyKlOwNH-, 

-Cj-^aikyl-NH-CO-, -CO-NH-Ci^alkyl-, -NH-CO<:i.ealkyl-. -C0-Ci,7alkyl-, 

.Cj.7allcyl-C0-, Ci-ealkyl-COCi-fialkyl; 
X* represents a direct bond, O, -O-Ci-^alkyJ-, CO, -CO- C|.2alkyl-, NR", 

-NR"-Ci.2alkyl-, NR'^^CO-, NR'^-CO-Cioalkyl^ ^-N=CH- or Ci^alkyl; 
nspresenis a direct bond, O, -O-Cujalkyl-, CO, -CO- Ci^alkyl-, NR^^, 

NR^^-Cu2alkyJ-, NR^^-CO-, NR^^-C0-Ci.2alkyl-, Het^-Ci-salkyl-, -O.N=CH. or 

Ci.2alkyl; 

represents hydrogen, cyano, halo, hydroxy, formyl, Ci-ealkoxy-, Ci^alkyl-, 
Ci^alkoxy- substituted with halo, 

C^alkyl substituted with one or where possible two or more snbstituents selected 

from hydroxy or halo; 
represents hydrogen, cyano, halo, hydroxy, hydroxycarbonyl-. Het"-caibonyK 
CMalkyloxycarbonyl-, Ct^alkyicarbonyl-, aminocarbonyl-, mono^r 
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di(CMalkyl)aminocarbonyl-, Het\ fonnyl, CMaUcyl-, C2.«alkynyl-, Cs^ 
ecycloalkyl-, 

Ca^cycloalkyloxy-, Cj^alkoxy-, Ar^ Ar^-oxy-, dihydroxyborane » 
Cj^alkoxy- substituted with halo, 

Cualkyl substituted with one or where possible two or more substituents selected 

from halo, hydroxy or NR^R^ 
Cj^alkylcarbonyl' wherein said Ci^alkyl is optionally substituted with one or 

where possible two or more subsdtuents selected from hydroxy or 

Ci-4alkyl-oxy-; 

represents hydrogen. Ci^alkyl, cyano or Ci-4allq^l substituted with one or more 
substituents selected from halo, CMalkyloxy-, amino-, mono-or 
diCCMalkyOamino-, Ci^alkyl-sulfonyl- or phenyl; 
R"* represents hydrogen, hydroxy, Ar*-oxy, Ar'*-Ci.4alkyloxy-, Ci^alkyloxy-, 

Ci4alkenyloxy- optionally substituted with Het^*^ or represents CMalkyloxy 
substituted with one or where possible two or moce substituents selected from 
Ci-*alkyloxy-, hydroxy, halo, Het^-, -NR'R^ -carbonyl- NR^R^^ or Het^- 
carbonyl-; 

R^ and R^ are each indcpendentiy selected from hydrogen or Ci-4alkyl; 

R^ and R^ are each independently selected from hydrogen, Ci_4alkyl, Het^ 

aminosulfonyl-, mono- or di (Ci^alkyl)-aminosulfonyl, hydroxy-Ci-4alkyl-, 
Ci^alkyl-oxy-Ci-^alkyl-, hydroxycarbonyl-CMalkyl-, Cs-^cycioalkyl, Het^- 
carbonyl-CMalkyl-, Het^^-caibonyJ-, polyhydroxy-CMalkyl-, Het^'-Ci-^alkyl- or 
Ar^-CMalkyls 

r' and R^^ are each independently selected from hydrogen^ CMalkyl, C3.6cyc]oalI^l, 
Het^, hydroxy-CMalkyl-, Ci^alkyloxyCMalkyl- orpolyhydroxy-CMalkyl-; 

R*^ represents hydrogen, CMalkyi, Het^, Het^-CMalkyl-, Ca^alkenylcarbonyl- 

optionally substituted with Hei^-Ci^alkylaminocarbonyl-, C2^alkenylsulfonyl-, 
Ci-4alkyloxyCMalkyl- or phenyl optionally substituted with one or where possible 
two or more substituents selected from hydrogen, hydroxy, amino or Ci. 
4alkyloxy-i 

R'^ represents hydrogen, Ci^alkyl, CMalkyUoxyKsaibonyl-, Het''', Het'^-Ci^alkyl-, 
C2^alkBnylcarbonyl- optionally substituted with Het^'-Ci^alkylaminocarbonyl-, 
C2^a!kenylsulfonyl-, CMalkyloxyCi^aikyl- or phenyl optionally substituted with 
one or where possible two or more substituents selected from hydrogen, hydroxy^ 
amino or Cj^alkyloxy-; 

R'-^ represents hydrogen, CMalkyi, ]H[et^\ Het^*-CMalkyl- or phenyl optionally 
substituted with one or where possible two or more substituents selected from 
hydrogen, hydroxy, amino or C|_4alkyloxy-; 



3of 11 

PAGE 3/irRCVDAT5/21/200S4:28:06PM [Eastern Daylight 



MPY-21-20^ 16:43 



7325243591 P. 04 



USSN 10/596,512 

Docket Na PRD2 170USPCT 

R^* and R*^ are each independentiy selected from hydrogen* Ci-*fllkyh Het'^-Ci_ 
4alkyl- or Ci^alkyloxyCMalkyl-; 

R^^ and R^^ are each independently selected from hydrogen, CMalkyl, Het^^-Ci. 
4aikyl- or CMalkyloxyCMalkyl-; 

Het^ represents a heterocycle selected from piperidinyl, morpholinyl, piperazinyl, 
furanyU pyrazolyU dioxolanyl, tbiazolyl, oxazolyl, imidazolyU isoxazolyl, 
oxadiazolyl, pyridinyl orpyrrolidinyl wherein said Het^ is optionally substituted 
with one or where possible two or more subsdtaents selected from amino* 
CMalkyl, hydroxy-CMalkyl-, phenyl, phenyl-CMalkyl-, 
CMalkyl-oxy-Ci4alkyl- mono- or di(CMalkyl)aniino- or aminoTcarbonyl-; 

Hei^ represents a heterocycle selected from moipholinyl, piperazinyl, piperidinyl, 
pyrxolidinyl, thiomorpholinyl or dithianyl wherein said Het^ is optionally 
substituted with one or where possible two or more substituents selected from 
hydroxy, halo, amino* Ci^kyl-, hydroxy-C)^lkyl-, Ci^a]kyl-oxy-Ci-4alkyl-, 
hydroxy-Ci^allj^l-oxy-CMalkyK, mono- or di(CMaIkyI)amino-, mono- or 
di(CMaIkyl)ainino-Ci-4alkyl-. aminoCMalkyJ-, mono- or di(Ci^alkyl)amino- 
sulfonyl-, aminosulfonyl-; 

Het^, Het^ and Het^ each independently represent a heterocycle selected from 

morpholinyl, piperazinyl, piperidinyl, furanyl, pyrazolyl, dioxolanyl, thiazolyl, 
oxazolyl, imidazolyl, isoxazolyl, oxadiazolyl, pyridinyl orpyrrolidinyl wherein 
said Het^, Het^ or Het^ is optionally substituted with one or where possible two or 
more substituents selected from hydroxy-* amino^, CMalkyl-* 
C3^cycloaIkyl-CMalkyl-, aminosulfonyl-* mono- or diCC^^alkyOaminosulfonyl 
or amino-Ci^alkyl-; 

Het^ represent a heterocycle selected from pynolidinyl or piperidinyl wherein said 
heterocycle is optionally substituted with one or where possible two or more 
substituents selected from CMalkyl, C^^cycloalkyl, hydroxy-Cj^alkyl-, 
Ci-4alkyloxyCi-4alkyl or polyhydroxy-CMalkyl-; 

Het^ and Het' each independently represent a heterocycle selected from morpholinyl, 
pynolidinyl* piperazinyl or piperidinyl wherein said Het* and Het^ are optionally 
substituted with one or where possible two or more substituents selected from 
CM^lkyU Cj-ecycloalkyl, hydroxy-CMalkyl-, CM^lkyloxyCi-^alkyl or 
polyhydroxy-CMalkyl-; 

Het^ and Hei^^ each independently represent a heterocycle selected from furanyl, 
piperidinyl, morpholinyl, piperazinyl, pyrazolyl, dioxolanyl, thiazolyl, oxazolyU 
imidazolyl* isoxazolyl, oxadiazolyl, pyridinyl orpyrrolidinyl wherein said Het^ 
or Het"^ is optionally substimted CMalkyl, Ca-ecycloalkyl-CMalkyl- or 
amino-Ci^alkyN; 
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Het^' represents a heterocycle selected from indolyl or 

Het^^ represents a heterocycle selected from morpholinyl, piperazinyl, piperidinyl, 
pyrrolidinyl, thiomorpholinyl or dithianyl wherein said.Hct^^ is optionally 
substituted with one or where possible two or more substituetits selected from 
hydroxy, halo, amino, Ci,4alkyl-, hydroxy-Ci-4aIkyl-, CMaJkyl-oxy-Cmalkyl-, 
hydfoxy-Ci^alkyl-oxy-Ci-4alkyl-, mono- or di(Ci.4alkyl)araino- or mono- or 
di(Ci-4alkyl)amiiio-Ci-4alkyI-; 

Het^ ^'represent a heterocycle selected from pyrrolidinyl or piperidinyl wherein said 
heterocycle is optionally substituted with one or where possible two or more 
substituents selected from Ci^alkyl, C3.6Cycloalkyl, hydroxy-CMallkyl-, 
Ci^alkyloxyCj^alkyl or polyhydroxy-Ci^alkyl-; 

Het^"* represent a heterocycle selected from morpholinyl, pyrrolidinyl, piperazinyl or 
piperidinyl wherein said heterocycle is optionally substituted with one or where 
possible two or more substituents selected from Ci^alkyU Ca^cycloalkyl, 
hydroxy-Gi^alkyl-, CMalkyloxyCMalkyl or poIyhydioxy-Ci^alkyl-; 

Het and Hec each independently represent a heterocycle selected from 

moipholinyl, pyrrolidinyl, piperazinyl or pipmdinyl wherein said Het*^ or Het^' 
are optionally substimted with one or where possible two or more subsdtuents 
selected from Cj^alkyl, C«cycIoalkyl, hydroxy-CMalkyU, Ci^alkyloxyCi.^alkyl 
or polyhydroxy-CMalkyl-; 

Het^^ represent a heterocycle selected from morpholinyl, pyrrolidinyl, piperazinyl, 
1,3,2-dioxaboroIane or piperidinyl wherein said heterocycle is optionally 
substituted with one or more substituents selected from Ci^alkyl; 

Het represent a heterocycle selected ftom pyrrolidinyl or piperidinyl wherein said 
heterocycle is optionally substituted with one or where possible two or more 
substituents selected from Ci^alkyl, Cs^ecycloalkyl, hydroxy-CMalkyl-, 
Ci^alkyloxyCi-^yl or poIyhydroxy-CMaJkyl-; 

Hei^* and Het'^ each independently represent a heterocycle selected from 

morpholinyl, pyrrolidinyl, piperazinyl or piperidinyl wherein said Het" and Het'^ 
are optionally substituted with one or where possible two or more substituents 
selected from 

Ci^alkyl, C3-6cycloalkyl, hydroxy-CMalkyl-, CMalkyloxyCi^kyl or 
polyhy droxy-C i^al ky I- ; 
Het represents a heterocycle selected from pyrrolidinyl, 2-pyrrolidinyl, piperidinyl, 
piperazinyl or pyrazolidinyl wherein said heterocycle is optionally substituted 
with one or where possible two or more substituents selected from CMalkyl, 
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Cj^cycloaikyU hydroxy-CMalkyl-, Ci-4alkyloxyCMalkyl or 
polyhydroxy-Ci^alkyl-; and 
Ar^ Ai^, A?, a/ and Ai^ each independently represent phenyl optionally substituted 
withcyano, Ci^alkylsulfonyl-, Ci4alkylsulfonylamino-, aminosulfonylamlno-, 
hydroxy-Ci-4aikyl, aminosulfonyl-, hydroxy-, Ci^alkyloxy- orCi^alkyl, 

2. (Ori^nal) A compound according to claim 1 wherein; 
Z represents NH; 

Y represents -C3-9alkyl-, -C2-9alkenyl-, -Ci-salkyl-oxy-Ci-jalkyl-, 

-Ci.salkyl-NR^^-CMalkyl., -Cusalkyl-NR^^-CO-d-salkyK -Ci-ealkyl-NH-CO-, - 

CO-CuvaJkyl-, ^Cj.yalJcyl-CO^ or Ci-ealkyl-CO-Ci^alkyl; 
X* represents O, -0-Ci.2alkyl-, -O-N^H-, NR*^ or -NR^-Ci-ialkyl-; in a particular 

embodiment represents a direct bond, Ci,2alkyl-, -0-Ci.2alkyl,-NR^^-, -O- or 

-O-CHas 

represents a direct bond, O, -0-Ci-2a1kyl-, -0-N=CH-, NR*^-CO-, 
NR'^-CO-Cj.2aHcyl-, Ci.2alkyl, Het^^^-Ci^alkyl-, NR" or NR^^-Ci.2alkyl.; in a 
partjcular embodiment X^ represents a direct bond, Ci.2alkyl-, -0-Ci.2alkyl, 
NR*^-CO-. NR*^-CO-Ci.2alkyl-, Het^^-Ci-zalkyl-, or ^-CHo-; 
represents hydrogen, cyano, halo or hydroxy, preferably halo; 

R^ represents hydrogen, cyano, halo, hydroxy, hydroxycarbonyl-, 

Ciwialkyloxycarbonyl-, Het^^-carbonyl-, Ci4alkyl-, C2-6alkynyl-, Ar^ or Het'; 
in a further embodiment R^ represents hydrogen, cyano, halo, hydroxy, 
or Ar^; in a more particular embodiment R^ represents hydrogen or halo; 

R^ represents hydrogen; 

R^ represents hydrogen, hydroxy, Cj^kyloxy-, Ar^-Cj^lkyloxy or R"* represents 
CMalkyloxy substituted with one or where possible two or more substituents 
selected from 
CMalkyloxy- or Het^-; 

R^^ represents hydrogen, Chalky!- or CMalkyl-oxy-carbonyl-; 

R^^ represents hydrogen, CMalkyl- or CMalkyl-oxy-carbonyl-; 

R'^ represents hydrogen or Het^'^-CMalkyl, in particular motpholinyl-C|4alkyl; 

R'^ represents hydrogen or C^alkyl; 

R^'^ represents hydrogen, Ct^alkyl-, Het^^-CMalkyl or CMalkyl^oxy-CMalkyl; in 

particular R^^ represents hydrogen or Ci^alkyl; 
Het' represents diiazolyl optionally substituted with amino, Ci-ialkyl, hydroxy-C|. 

4sUkyl-, phenyl, phenyl-CMalkyl-, d^alkyl-oxy-CMalkyK mono- or di(Ci. 

4alkyl)amino- or amino-carbonyl-; 
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Het^ represents a heterocycle selected from morpholinyl, piperazinyl, piperidi'nyl or 
pyrrolidinyl wherein said Het^ is optionally substituted with one or where 
possible two or more substituems selected from hydroxy, amino or Ci^alkyl-; 
In a further embodiment Het^ represents a heterocycle selected from moipholinyl 
or piperidinyl optionally substituted with Cujalkyl-, preferably methyl; 

Het'* represents a heterocycle selected from morpholinyl, piperarinyl, piperidinyl or 
pyrrolidinyl wherein said Het'^ is optionally substituted with one or where 
possible two or more substituents selected from hydroxy, ambo or CMalkyl-; 

Het^^ represents a heterocycle selected from piperidinyl, morpholinyl or pyrrolidinyl; 

Het^^ represents a heterocycle selected from pyrrolidinyl, 2-pyrroIidinyl or 
piperidinyl: 

Het^^ represents a heterocycle selected from morpholinyl » piperazinyl, piperidinyl or 
pyrrolidinyl wherein said Het^^ is optionally substituted with one or where 
possible two or more substituents selected from hydroxy, amino or Ci^alkyl"; 

Ar* represents phenyl optionally substituted with cyano, hydroxy-, Cualkyloxy or 
CMalkyl; 

Ar^ represents phenyl optionally substituted with cyano, hydroxy, Ci^lkyloxy or 
CMalkyl. 

3. (Original) A compound according to claim 1 wherein; 
Z represents NH; 

Y represents -Caj^alkyl*, -C,.5alkyl-NR"-Ci.5alfcyl-, -Ci-salkyl-NR'^-CO-Cusalkyl-, - 

Ci-6alkyKNH-CO-or 

^O-NH-Ci^alkyl; 
represents 'NR\ -NR^^-CO, or -NR^^-CO-Ci.zalkyl-; 
represents a direct bond, -Ci-2alkyl-, -O-Cuialkyl. -0-. -O-CHi- or Het^^-d, 

2alkyl-; 
represents hydrogen or halo; 

represents hydrogen, cyano, halo, hydroxycarbonyl-, CMalkyloxycart>onyl-, 

Het'^-carbonyl- or Ar^; in particular represents hydrogen or halo; 
represents hydrogen; 
R* represents hydrogen, hydroxy, Ci^alkyloxy-, A/-Ci-4allcyloxy orR"* represents 
Ci-4aIkyloxy substituted widi one or where possible two or more substitucnts 
selected from 
CMaik-yloxy- or Het^-; 
R" represents hydrogen; 

R'^ represents hydrogen, Ci^alkyl- or CMalkyl-oxy-carbonyl-; 
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R^^ represents hydrogen or Hct**-Ci^alkyl, in particular hydrogen or 
mofpholinyl-C i^alkyl ; 

Het^ represents a heterocycle selected from morpholinyl, piperazinyl, piperidinyl or 
pyrrolidinyl wherein said Het^ is optionally substituted with one or where 
possible two or more substiiuents selected from hydroxy, amino or CMalkyl-; 
In a further embodiment Het^ represents a heterocycle selected from morpholinyl 
or piperidinyl optionally substituted with CMalkyl-, preferably methyl; 

Het*^ represents morpholinyl; 

Het'* represents a heterocycle selected from morpholinyl or pyrrolidinyl; 
Het^ represents pyrrolidinyl or piperidinyl; 
At"* represents phenyl; 

Ar^ represents phenyl optionally substituted with cyano. 

4. (Previously presented) A compound according to claim 1 wherein the 
substituenc is at position 4\ the substinient is at position 5', the R^ substituent 
!s at position 3 and the R'^ substituent at position 7 of the structure of formula (I). 

5. (Previously presented) A compound according to claim 1 > wherein a^-a^=a^-a!* 
represents N-CH=CH«CH. 

6. -1 L (Cancelled) 

12, (Previously presented) A phannaceutical composition comprising a 
pharmaceutically acceptable carrier and, as active ingredient, an effective kinase 
inhibitory amount of a compound as claimed in claim L 

13-15. (Cancelled) 

16. (Amended) A process for preparing a compound as claimed in claims l-to^ 
comprising; 

a) coupling 2-acetoxy-8-chloropyrimido[5,4-d]pyrinudine derivatives (H) with 
suitable substinited anilines (ID), to furnish the intermediates of formula (IV), 
and deprotecting the intermediates of formula (IV) followed by ring closure 
under suitable conditions-: 
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b) coupling the known 8-cliloit)-2(methyltIuo)-pyriniido[5,4^d]pyxinu^^ with 2- 
aminophenol derivatives of fonnula (XXI), yielding the iutennediace compounds of 
formula (XXII), followed by animating the pyrido[3,2-d]pyiimidine of formula 
(XXII) using an aminated alcohol (XXIU) under art known condition^, followed by 
ring closure under Mitsunobu conditions to give the target compounds of fonnula (I") 




(xxm) 



17. (Cancelled) 

18. (Cancelled) 
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